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10 20 30 

CTGGTGAGGG G6ATCTACAA CTTGHCGGT 
TGGTTATCCT TCACCTACCT AAAAAGGGAG 
TAGCAGGATG G6GGA6ATTT GGCAATAAGT 
ACATCACTGT CATAGACA6A AAAATCT6CA 
TAAnGGTCT-AAACATGATT T66GCAG6GG 
6GGATTCTGG CAGCCCTCTC CTATGTGATT 



10 50 60 

TAAAGAAAAA AGCAACAGCC AACAGAAATG 60 
AT6ATGTGAA ACCAGGAACC AGAT6CC6AG 120 
CAGCTCCCTC TGAAACTCTG AGAGAAGTCA 180 
AT6ATGAAAA ACACTATAAT TTTCATCCTG 240 
ACCTCCCCGG CG6AAAGGAC TCCTGCAATG 300 
GGTATTTGGG AAGCATCACC TCCTTTT 357 



FIG. 2 



10 20 30 40 50 GO 

TTAGCGCCAT TGCCATA6AG AGACCTCAGC CATCAATCAC TAGCACATGA TTGACAGACA fio 
-6AGAATGGGA CTTTGGGCTT TGGCAAHCT GACACHCa ATGTATTTGA CAGTTACQGA 120 
GGGCAGTAAA TCGTCCTGGG GTCTGGAAAA TGAGGCTTTA AnCTGAGAT GCCCCCA^ 180 
^™TG TG6AATGGTA TTACTCAGAT ACAAATG^^ G^Kc 240 

255 



FIG. 4A 
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1 atgattgaca gacagagaat gggactttgg gctttggcaa ttctgacact tcccatgtat 
61 ttgacagtta cggagggcag taaatcgtcc tggggtctgg aaaatgaggc tttaattgtg 
121 agatgccccc aaagaggacg ctcgacttat cctgtggaat ggtattactc agatacaaat 
181 gaaagtattc ctactcaaaa aagaaatcgg atctttgtct caagagatcg tctgaagttt 
241 ctaccagcca gagtcgaaga ctctgggatt tatgcttgtg ttatcagaag ccccaacttg 
301 aataagactg gatacttgaa tgtcaccata cataaaaagc cgccaagctg caatatccct 
361 gattatttga tgtactcgac agtacgtgga tcagataaaa atttcaagat aagctgtcca 
421 acaattgacc tgtataattg gacagcacct gttcagtggt ttaagaactg caaagctctc 
481 caagagccaa ggttcagggc acacaggtcc tacttgttca ttgacaacgt gactcatgat 
541 gatgaaggtg actacacttg tcaattcaca cacgcggaga atggaaccaa ctacatcgtg 
601 acggccacca gatcattcac agttgaagaa aaaggctttt ctatgtttcc agtaattaca 
661 aatcctccat acaaccacac aatggaagtg gaaataggaa aaccagcaag tattgcctgt 
721 tcagcttgct ttggcaaagg ctctcacttc ttggctgatg tcctgtggca gattaacaaa 
781 acagtagttg gaaattttgg tgaagcaaga attcaagaag aggaaggtcg aaatgaaagt 
841 tccagcaatg acatggattg tttaacctca gtgttaagga taactggtgt gacagaaaag 
901 gacctgtccc tggaatatga ctgtctggcc ctgaaccttc atggcatgat aaggcacacc 
961 ataaggctga gaaggaaaca accaagtaag gagtgtccct cacacattgc t 



MIDRQRMGLWALAILTLPMYLTVTEGSKSSWGLENEALIVRCPQRGRSTYPVEWYYSD 
TNESIPTQKRNRIFVSRDRLKFLPARVEDSGIYACVIRSPNLNKTGYLNVTIHKKPPSCNIP 
DYLMYSTVRGSDKNFKITCPTIDLYNWTAPVQWFKNCKALQEPRFRAHRSYLFIDNVTH 
DDEGDYTCQFTHAENGTNrnVTATRSFTVEEKGFSWPVITNPPYhfflTMEVEIGKPASIA 
CSACFGKGSHFLADVLWQINKTVVGNFGEARIQEEEGRNBSSSNDMDCLTSVLRITGVT 
EKDLSLEYDCLALNLHGMIRHTIRLRRKQPSKECPSHIA 
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ATGhTTGACA GACAGAGAAT GGGACTTTGG GCTTTGGCAA TTCTGACACT TCCCATGTAT 60 

TTGACAGTTA CGGAGGGCAG TAAATCGTCC TGGGGTCTGG AAAATGAGGC TTTAATTGTG 120 

AGATGCCCCC AAAGAGGACG CTCGACTTAT CCTGTGGAAT GGTATTACTC AGATACAAAT 180 

GAAAGTATTC CTACTCAAAA' AAGAAATCGG ATCTTTGTCT CAAGAGATCG TCTGAAGTTT 240 

CTACCAGCCA GAGTGGAAGA CTCTGGGATT TATGCTTGTG TTATCAGAAG CCCCAACTTG 300 

AATAAGACTG GATACTTGAA TGTCACCATA CATAAAAAGC CGCCAAGCTG CAATATCCCT 360 

GATTATTTGA TGTACTCGAC AGTACGTGGA TCAGATAAAA ATTTCAAGAT AACGTGTCCA 420 

ACAATTGACC TGTATAATTG GACAGCACCT GTTCAGTGGT TTAAGAACTG CAAAGCTCTC 480 

CAAGAGCCAA GGTTCAGGGC ACACAGGTCC TACTTGTTCA TTGACAACGT GACTCATGAT 540 

GATGAAGGTG ACTACACTTG TCAATTCACA CACGCGGAGA ATGGAACCAA CTACATCGTG 600 

ACGGCCACCA GATCATTCAC AGTTGAAGAA AAAGGCTTTT CTATGTTTCC AGTAATTACA 660 

AATCCTCCAT ACAACCACAC AATGGAAGTG GAAATAGGAA AACCAGCAAG TATTGCCTGT 720 

TCAGCTTGCT TTGGCAAAGG CTCTCACTTC TTGGCTGATG TCCTGTGGCA GATTAACAAA 780 

ACAGTAGTTG GAAATTTTGG TGAAGCAAGA ATTCAAGAAG AGGAAGGTCG AAATGAAAGT 84 0 

TCCAGCAATG ACATGGATTG TTTAACCTCA GTGTTAAGGA TAACTGGTGT GACAGAAAAG 900 

GACCTGTCCC TGGAATATGA CTGTCTGGCC CTGAACCTTC ATGGCATGAT AAGGCACACC 960 

ATAAGGCTGA GAAGGAAACA ACCAATTGAT CACCGAAGCA TCTACTACAT AGTTGCTGGA 1020 

TGTAGTTTAT TGCTAATGTT TATCAATGTC TTGGTGATAG TCTTAAAAGT GTTCTGGATT 1080 

GAGGTTGCTC TGTTCTGGAG AGATATAGTG ACACCTTACA AAACCCGGAA' CGATGGCAAG 1140 

CTCTACGATG CGTACATCAT TTACCCTCGG GTCTTCCGGG GCAGCGCGGC GGGAACCCAC 1200 

TCTGTGGAGT ACTTTGTTCA CCACACTCTG CCCGACGTTC TTGAAAATAA ATGTGGCTAC 1260 

AAATTGTGCA TTTATGGGAG AGACCTGTTA CCTGGGCAAG ATGCAGCCAC CGTGGTGGAA 1320 

AGCAGTATCC AGAATAGCAG AAGACAGGTG TTTGTTCTGG CCCCTCACAT GATGCACAGC 1380 

AAGGAATTTG CCTACGAGCA GGAGATTGCT CTGCACAGCG CCCTCATCCA GAACAACTCC 1440 

AAGGTGATTC TTATTGAAAT GGAGCCTCTG GGTGAGGCAA GCCGACTACA GGTTGGGGAC 1500 

CTGCAAGATT CTCTCCAGCA TCTTGTGAAA ATTCAGGGGA CCATCAAGTG GAGGGAAGAT 1560 

CATGTGGCCG ACAAGCAGTC TCTAAGTTCC AAATTCTGGA AGCATGTGAG GTACCAAATG 1620 

CCAGTGCCAG AAAGAGCCTC CAAGACGGCA TCTGTTGCGG CTCCGTTGAG TGGCAAGGCA 1680 

TGCTTAGACC TGAAACACTT TTGA 1704 
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MIDRQRMGLWALAILTLPMYLTVTEGSKSSWGLENEALIVRCPQRGRSTYPVEWYYSD 

TNESIPTQKRNRIFVSRDRLKFLPARVEDSGIYACVIRSPNLNKTGYLNVTIHKKPPSCNIP 

DYLMYSTVRGSDKNFKITCPTIDLYNWTAPVQWFKNCKALQEPRFRAHRSYLFIDNVTH 

DDEGDYTCQFTHAENGTNYIVTATRSFTVEEKGFSMFPVITNPPYNHTMEVEIGKPASIA 

CSACFGKGSHFLADVLWQINKTWGNFGEARIQEEEGRNESSSNDMDCLTSVLRITGVT 

EKDLSLEYDCLALNLHGMIRHTIRLRRKQPIDHRSIYYIVAGCSLLLMFINVLVIVLKVFW 

lEVALFWRDIVTPYKTRNDGKLYDAYIIYPRVFRGSAAGTHSVEYFVHHTLPDVLENKC 

GYKLCIYGRDLLPGQDAATVVESSIQNSRRQVFVLAPHMMHSKEFAYEQEIALHSALIQ 

NNSKVILIEMEPLGEASRLQVGDLQDSLQHLVKIQGTIKWREDHVADKQSLSSKFWKHV 

RYQMPVPERASKTASVAAPLSGKACLDLKHF 
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1 atctcaacaa cgagttacca atacttgctc ttgattgata aacagaatgg ggttttggat 
61 cttagcaatt ctcacaattc tcatgtattc cacagcagca aagtttagta aacaatcatg 
121 gggcctggaa aatgaggctt taattgtaag atgtcctaga caaggaaaac ctagttacac 
181 cgtggattgg tattactcac aaacaaacaa aagtattccc actcaggaaa gaaatcgtgt 
241 gtttgcctca ggccaacttc tgaagtttct accagctgaa gttgctgatt ctggtattta 
301 tacctgtatt gtcagaagtc ccacattcaa taggactgga tatgcgaatg tcaccatata 
361 taaaaaacaa tcagattgca atgttccaga ttatttgatg tattcaacag tatctggatc 
421 agaaaaaaat tccaaaattt attgtcctac cattgacctc tacaactgga cagcacctct 
481 tgagtggttt aagaattgtc aggctcttca aggatcaagg tacagggcgc acaagtcatt 
541 tttggtcatt gataatgtga tgactgagga cgcaggtgat tacacctgta aatttataca 
601 caatgaaaat ggagccaatt atagtgtgac ggcgaccagg tccttcacgg tcaaggatga 
661 gcaaggcttt tctctgtttc cagtaatcgg agcccctgca caaaatgaaa taaaggaagt 
721 ggaaattgga aaaaacgcaa acctaacttg ctctgcttgt tttggaaaag gcactcagtt 
781 cttggctgcc gtcctgtggc agcttaatgg aacaaaaatt acagactttg^gtgaaccaag 
841 aattcaacaa gaggaagggc aaaatcaaag tttcagcaat gggctggctt gtctagacat 
901 ggttttaaga atagctgacg tgaaggaaga ggatttattg ctgcagtacg actgtctggc 
961 cctgaatttg catggcttga gaaggcacac cgtaagacta agtaggaaaa atccaagtaa 
1021 ggagtgtttc tgagactttg atcacctgaa ctttctctag caagtgtaag cagaatggag 
1081 tgtggttcca agagatccat caagacaatg ggaatggcct gtgccataaa atgtgcttct 
1141 cttcttcggg atgttgtttg ctgtctgatc tttgtagact gttcctgttt gctgggagct 
1201 tctctgctgc ttaaattgtt cgtcctcccc cactccctcc tatcgttggt ttgtctagaa 
1261 cactcagctg cttctttggt catccttgtt ttctaacttt atgaactccc tctgtgtcac 
1321 tgtatgtgaa aggaaatgca ccaacaaccg aaaactg 



MGFWILAILTILMYSTAAKFSKQSWGLENEALIWCPRQGKPSYTVDWYYSQTNKSIPT 

QERNRVFASGQLLKFLPAEVADSGIYTCIVRSPTFNRTGYANVTIYKKQSDCNVPDYLM 

YSTVSGSEKNSKIYCPTIDLYNWTAPLEWFKNCQALQGSRYRAHKSFLVIDNVMTEDAG 

DYTCKFIHNENGANYSVTATRSFTVKDEQGFSLFPVIGAPAQNBIKEVEIGKNANLTCSA 

CFGKGTQFLAAVLWQLNGTKJTDFGEPRIQQEEGQNQSFSNGLACLDMVLRIADVKEED 

LLLQYDCLALNLHGLRRHTVRLSRKNPSKECF 
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CDC25 D10,G4 DAX AE7.A Dorris Dl.l 
(TH2) (TH2) (TH2) (THl) (THl) (THl) 
+ - + -+- + - + -+- 
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M CUBED 
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CGCCAGTGTGCTGGAATOGGCnAGAGCAITTCTnCA 
MCCACAGGTTAACACACACTTACTAAAMGCAATGCTG 
TTAGAGGAGAAGGGCnGGGAGACTCGGCCATTTGAAAC 
ANAAGCAAGGCACTCTCCAGGNNCAGCAAGTGGAnCCC 
ATTTCCTGCTGAGGGCGGGTTCACACTGAGACT6CACTC 
CAGTCAGC6GGA66AATCACCTGCATTAATGCTTGTCCT 
CTGCAGAGCTAGTGTGCCnCCACTCTGGGTACACnGG 
GTGTCAACATTTCAAAATGATGACCTAAGAGGCTCTCAT 
AGTTGGTGATAACTAT6GNA6GACAGAAGAACACTGGCT 
GTATTGTCrnTTCmCAGCACTAGTGTCTTGGCCCTT 
AACTAAAACGGGTTCCATCATCCTCCAAACCAGGAAGAT 
AGAnGTTAGACAGGTCCTTTCCCC rCAAC T 

FIG. 12 



TTTNNGGGACAGGGTTTCNCTGTGTATCTCTGGCTGTCC 
TGGAACTNACTCTGTAGACCAGGTTGGCCTCGANCTCAG 
AAATCTACCTGCCTCTCCCTCCANAGTGCTGGGATTAAN 
GGTGTATGCCACCAATNCCC6GCCTTAATATATTNNTAA 
ACAACTTCAnTGAATGANATAnGACACTACCCnGGA 
ATAAGAGTNCCCAGAAT6ANGTACAGGNTTCANGGAATC 
ATTTAA 

FIG. 14 



CTTAGCAGGTGGAGnGCAGCAGGAAGCCTGGTAGCCAC 
ACTCCAATCAGCAGGGGTCCTTG6ACTCTCCACATCAAC 
AAATGCCATCCTAGGGGCT6CTGGGGCACTGTTG6AGCC 
TTGCTCTGAGCTOGGAGATGACACnCTATCAGCTCAA 
CTCAAAGCCTGTACAGACTAC6CAGGAGATGMGTTCCA 
AAAGGCACCTTCAGAACCCTCA 

FIG. 15 
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7853-125 



(SHEET ^/ OF ^7) 




FIG. 21 



7853-126 



(SHEET 32. OF ^7 ) 





CO 




a- 








O- 








<: 




Q 




^ 




1 — 




_J 


-5 


_J 




CO 




a 




oo 


s 


— 1 



i 



^3 

CD 
CD 

^3 



CD 

CD 

or <C 
c_> 

CD 



Of g 



<:6 

CD 



CD 

LlJ ^ 
CD 



t-C CO 



CO C3 
»-« ID 



to ^ 

CD 

CXl CD 
<C 

CD 

CD 
CD CD 
CD 

CD CD 
CD 

CD 

CD 

CD 
LU <C 



CD 
CJ 



= 5 
■S 



.8 



CD ^ 
CD 

CD 
CO CJ 

CO <3 



C_> 
on CD 



CD 



< 

CM 

d 

u_ 



7853-125 



(SHEET 33 OF ^7) 



CO CD 

cn o 

CD C£3 

CO 

CD fe 
CD 

C_> 
C_) <D 

CD CD 
CO 



1x1 5 
CD 

<_) 
C_> CD 



>1 



CO CD 

CD CD 
CD 



<8 

o 

CD 



^5 



c_> 

CO <_J 



CO CD 
CO CM 
CO CD 



CJ 



.{3 



^ 5? — 



=^6 



c_> 

CD 
<_> CD 



or CD 
CO o 



CD CD 
CD 



CD 
Ixi <C 
CD 

CD 

CD CD 
CD 

-IE 



2: R f 



-CD 



=^6 

CJ 
CD 



C_> 



CJ 

CD 

CC CO 

CD CD 



DQ 
CN 
CM 



7863-125 



(SHEET M OF VI) 



f* *-t r-* 



c_> 

I— 

C_> CD 
CO <3 



I 



ex. CJ 
CO ^ 



o 

CM 
CM 

d 



S 1 

il 



7853-126 



(SHEET 3^ OF V7) 



<c8 



8 

i 

i 



to CD 
to CM 


to 
«n 


o 




o 
ck: o 
o 


5= 




CO 




Ql 




2: 




u_ 








- 


O 


o 


I J — 

C_5 

O 
to O 


u_ 


O 

a -a: 
o 




CO o 


U. 




>. 


or ^ 


LiJ 


O 


2kS 




-J 








UJ 


1 — 


— 1 



8 



< o 
o 

p 



o 
</>§ 



•< o 
o 



o 



-a 

o 

a: C2 

UJ ^ 



CO o 

o 

Oi CD 



o o op 



pi e> 



<-> »— 



.8 



.3 



-8 



-8 



CO 8 

to 8 



o g 

o ^ 



'G CD 



3=8 



= 3 



L 



7853-125 



(SHEET, 34 OF'/?) 



o 

o 

o o 

o 



CO o 



o5 



— t H- 
I — 

-§ 



*o o 
o 

CD 



•a; 

o 

CD c5 



to o 

to CO 

CM r~- 



O —It 



<: 



m o 
on o 
oi cn 


to C3 

«— <o 
*o o> 


«o o 




Q-g 






to o 










CO o 


o 
to o 




D |H| 
GAC CAC 


—J 1— 


W 1 G 
TGG GGA 1 


Q V 
CAAGTG 


-s 


to o 










°8 


o 








5 C 
:C TGT C 


UJ -5 






o 


-§ 






to 8 






<_> 

to o 






















>g 





O 



7853-125 



(SHEET 37 OF 47) 



O CD 



0£ S 



* S5 
o 

o o 

CO o 

-5 

on ^ 

to S 
O 



J5 ^ 



O 
to 
csi 

O 



CD 

o 



= 8 



7853-126 



(sheet: 38 OF '/V) 



K F B K V p 6 

OGCTAACWSAGGTCTOCXCIXSW^^ ATG TTT TCA CAT CTT CCC 18 

FDCVliLl,I.I/IiLLTRSSEVEy 26 

TTT GAC TCT GTC CPS CTO CTG CIG CTG CIA CTA CTT ACA /USG «3C TCA GAA GTO GAA TAC 78 

RAEVGQHAVLPCFY.TPAAPG 46 

AGA GOG GAG GTC OCT CAG AAT GOG lAT CTG CXX: TGC OTC TAG AOC CCA GOG GCC CGA GGG 138 

NIiVPVCKGKGACPVFECGHV 66 

AAC CTC GTG CCC GTC^ TGC T03 OGC AAA G3A GCC TST CCT GTG TTT GAA TGT GOC AAC GTG 198 

VLRTDERDVK YWTSRYWt,HG 86 

GTG CTC ACG ACT GAT GAA AOG GAT GTG AAT TAT TGG ACA TCC AGA TAC TGG CTA AAT GGG 258 

DFRKGDVSLTIENVTI/AD SO 106 

GAT TIC OGC AAA 03A GAT OTG TCC CTG ACC ATA GAG AAT GTG ACT CTA GCA GAC AGT GGG 318 

.1 Y C C R IC I PC IKKDEK F-K I, K 126 

ATC TAC TGC TGC OGG ATC CAA ATC CCA GGC ATA ATG AAT GAT GAA AAA TTT AAC CTG AAG 378 

I-VIK PAKVTPAPTIiQRDFTA 146 

TTG GTC ATC AAA CCA GCC AAG GTC ACC CCT GCA CCG ACT CTG CAG AGA GAC TTC ACT GCA 438 

AFPRMLTTRGHG.PAETQ.TI/G 166 

GCC TTT CCA AGG ATG CTT ACC ACC AGG G3A CAT GGC Cck GCA GAG ACA CAG 'ACA CTC GGG 498 

SLPD IHLTQISTLAKEIiROS 186 

AGC CTC OCT GAT ATA AAT CTA ACA CAA ATA TCC ACA TTG GCC AAT GAG TTA CGG GAC TCT SS8 

RI/AKDLRDSGATIRIGIYIG 206 

AGA TTG GCC AAT GAC TTA COG GAC TCT GGA GCA ACC ATC AGA ATA GGC ATC TAC ATC GGA 618 

AGlCAGl,Al,Ar.IFGAIiIFK« 226 

GCA GGG ATC TGT GCT GGG CTG GOT CTG GCT CTT ATC TTC GGC GCT TTA ATT TTC AAA TGG €78 

YSHSKEKI0NLSI.IS1.AKI,P 246 

TAT TCT CAT AGC AAA GAG AAG ATA.CAG AAT TTA AGC CTC ATC TCT TTG GOC AAC CTC CCT 738 

PSGI^AHAV AEGIRSEENI YT 266 

CCC TCA GGA TTG GCA AAT GCA GTA GCA GAG GGA ATT OGC TCA GAA GAA AAC ATC TAT AOC 798 

l EENVYEVEEPNEYYCYV S S 286 

AIT GAA GAG AAC GTA TAT GAA GTG GAG GAG CCC AAT GAG TAT TAT TGC TAT GTC AGC AGC 858 

RQQPSQPLGCRFAMP ,301 

AGG CAG CAA CCC TCA CAA OCT TTG GGT TGT 03C TTT OCA ATS OCA TAGATOCAAOCaOCTTATT 903 



TQGAGCAGAGTTTTCCCATTTTCAGAAaAXAATSACrCACATOQSAATTSAACZGSGAOC^ 

CATGTCAITGOCrCTGTATTIAAOOCAACRGAGTTAOOCAAOCCAGAGACTOriAAICM?^^ . 

AACTTCAGATAA&CtROCgtA&AACiaoaiOGrga^^ 
TCATTTTCAAAGAGATCTGTGA TXCr r iTiWmTriX»-mriW «3^^ 

TOO3ATTAay3gCAT0CaO(aOCAT3aXgQ0^ 



7853-126 



(SHEET S*? OF V7) 




TlCTTOOCXXXITGOGOCrAGCaCftKrTC^^ 



7853-125 



(SHEET OF V7) 




F I fiiuae 



7853-125 



(SHEET. V/ OPHI ) 




7863-126 (SHEET OF Hi) 




Ig 20 ftg 100 |ig 

I ! 

3E10 




7853-125 



(SHEET +^ OF m) 




3 10 30 100 
Methacholine [mg/ml] 



78S3-126 



(SHEET OF 47) 





Human (gQ 103 (g.fus 



■lld'i 



Human IgQ ' 103 lg.fus 



Human IgQ 103 lg.fus 



7853-126 



(SHEET '/S^ OF 'il) 




7853-125 



(SHEET OP'fl) 




78S3-125 



(SHEET OF 17) 



Blockage of gene 200 during renal 
ischemia/reperfusion injury 




Time(hrs) 



FIG. 32 



